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n = 5 and 7 



Figure 12 




m 
w 

m 



m 



BzHN O 

O 

\ 

.c=o 




OH OBz OAc 



Figure 13 

B-aca-r n -K-CONH 2 , DiEA, 
DMAP 0.3eq, DMF, rt 



O 

X 

HN NH 



AcO O OH 




Figure 14 




Figure 15A 




Q 
V4 

| 



Figure 15B 




Figure 15C 





Figure 16 

HS. 

u ^^/TRANSPORTER 
O H 2 N T 



DRUG-X-H - DRUG-X' 




Figure 18 




Figure 19 




Figure 20 



MTT Cytotoxicity Assay 
3 day assay 




concentration (nM) 



Figure 21 




Figure 23 




Tat d-Tat 49- Tat d-Tat 57- 
49-57 57 57-49 49 



Figure 24 




Figure 26 




r5 r7 r9 N- N- N- 
arg5 arg7 arg9 



■ 

11 
m 

Q 

m 



Figure 27 




Figure 29 




Figure 30 




i) NHS, DCC, DIEA, DMF 
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Figure 31A 
Synthetic Schemes for FK 506 Conjugates 



Scheme I (Linker: 6-Maleimido caproic hydrazide, TFA salt) 
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NH-NH 3 .CF 3 COO 



2) TFA, CH 2 C1 2 , 3h, (95%) 1 
Ref. Willner et al; Bioconjugate Chemistry, 1993, 4, 521-527 



MeO* 




(4) Bacar 9 C = CGC-1004 (73%) 

S(5) Bacar 7 C = CGC-1005 (50%) 
= (6) BacaC = CGC-1006 (52.9%) 

(7) r 7 C = CGC-1007 (43.8%) 

(8) R 7 C = CGC-1022 (62.8%) 



Figure 3 IB 

Synthetic Schemes for FK 506 Conjugates (contd.) 



Scheme III {Linker: 2-(2-pyridinyldithio)ethyl hydrazine carboxylate) 



1) SOCl 2 , CH 2 C1 2 , 
0°C, 30min 



HS^-° H ^Mercapto- Cl ^-OH l N ^\ NH * 
pyndme,RT,16h ,L'*>n A 



a,. 



•20 to -5°C, 16h 
(95.4% crude) (6g ?%) 

Ref. Kaneko et al; Bioconjugate Chemistry, 1991, 2, 133 



Scheme IV {Linker: 2-(2-pyridinyldithio)ethyl hydrazine carboxylate) 




(12) R7C = CGC 1020 (34%) 
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FIGURE 33 
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FIGURE 34 
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